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DETAILED ACTION 
Response to Amendment 

Claims 90, 91 and 98 have been amended as requested in the response filed 
July 20, 2007. Claims 90-94, 96-98, and 100 are pending and under examination in the 
current office action. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Information Disclosure Statement 

A signed and initialed copy of the IDS paper submitted July 20, 2007 is enclosed 
in this action. The European and PCT search reports (document Nos. 852, 850 and 
872) have been considered, but the individual references contained within these search 
reports have not been considered, nor will the be entered of record unless they are 
presented on an IDS in the proper format and copies of each are provided to the Office. 

Withdrawn Objections and Claim Rejections 

The rejection of claims 90-94, 96, 97 and 100 under 35 U.S.C. 112, first 
paragraph, as set forth at pp. 3-7 of the previous Office action (mailed 04/23/2007) is 
withdrawn in view of the claim amendments and Applicants' arguments. 
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The rejections of claims 90 and 91 under 35 U.S.C. 112, second paragraph, set 
forth at pp. 7-8 of the previous Office action (mailed 04/23/2007) is withdrawn in view of 
the amendments to the claims. 

New Claim Rejections 
Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 90, 91, 93, 94 and 96 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Ard et al. (J. Neurosci Res. 1996; 43:190-202; a copy of this reference 
can be found in parent application 09/322,289, in the IDS filed 05/07/2007). 

The claims are drawn to a method of screening an antibody for activity in 
inducing clearance of an amyloid deposit of Ap, comprising combining the deposit, the 
antibody, and microglial cells bearing Fc receptors in a medium in vitro and monitoring 
the amyloid deposits by a series of measurements (claim 90), wherein the amount of 
amyloid deposit remaining is assessed by the amount of an antigen associated with the 
amyloid deposits remaining in the medium (claim 91), wherein the antigen is Ap (claim 
94), wherein the amyloid deposit is a tissue sample from the brain of an Alzheimer's 
disease patient or an animal having Alzheimer's pathology (claim 93), and wherein the 
monitoring is performed microscopically (claim 96). 
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Ard et al. teach that cultured microglia cells have a high capacity to clear Ap 
peptide, such as by phagocytosing and internally accumulating the protein (see abstract 
and Figure 1). Ard thus discloses a method of assessing the ability of microglia cells to 
clear Ap protein, wherein the monitoring was performed by electron microscopy, thus 
meeting a limitation of instant claim 96, or by immunoblotting techniques to determine 
the amount of Ap in the culture medium (see p. 193, 1 st column), thus anticipating claim 
91. In the experiments disclosed by Ard, cultured microglia cells were exposed to either 
synthetic Ap protein aggregates (Ap1-42) or human brain tissue samples from 
Alzheimer's disease patients (see "Materials" on p. 191) either in the absence or 
presence of serum. The skilled artisan is well aware that serum, such as the fetal 
bovine serum used in these experiments, contains immunoglobulin molecules, which 
would therefore meet the limitation of "an antibody". The skilled artisan is also aware 
that microglial cells inherently bear Fc receptors on their cell surface (discussed in 
previous Office actions). 

Ard notes that the addition of serum to the Ap/microglia cultures in most 
circumstances decreased the ability of the microglial cells to accumulate Ap (see p. 196 
and Figures 6-9). The measurement of Ap accumulation by microglia in serum-free 
medium would thus constitute a baseline measurement, to which the cultured system in 
the presence of serum was compared. The pre- and post-serum conditions would also 
meet the limitation of a "series of measurements", as there is no defining number for 
what constitutes a series, per se. Regardless, Ard teaches that different concentrations 
of Ap were added to the culture medium and the ability of microglia cells to clear the Ap 
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from the culture medium in the presence of serum was also compared (see Figure 6), 
which would also anticipate the "series of measurements" recited limitation. 
Accordingly, the experiments described by Ard et al. demonstrate a method of 
determining the effects of serum (i.e., an antibody) on the activity of microglial to clear 
Ap from the culture. Although Ard does not explicitly comment on the immunoglobulin 
molecules contained within the serum, their presence in the serum and their effects on 
the microglia cells would be inherent to the cultured system. In this case, there was no 
reduction in the amount of amyloid deposit remaining in the medium following the 
addition of serum immunoglobulin molecules, indicating that these particular 
immunoglobulins (i.e., antibodies) do not induce phagocytic clearing activity. Finally, 
Ard notes that she disclosed microglia culture system which studies the clearance of Ap 
or accumulation as aggregates allows for the investigation of other factors that may 
either promote or inhibit Ap removal or deposition and modify the course of p- 
amyloidosis in Alzheimer's disease. Such teachings are further evidence that the 
methods disclosed by Ard et al. could be readily used to screen antibodies for activity in 
inducing clearance of Ap deposits. Accordingly, the teachings of Ard et al. anticipate 
the instant invention of claims 90, 91 , 93, 94 and 96. 

Conclusion 

Claims 90, 91, 93, 94 and 96 are rejected. Claims 92, 97, 98 and 100 are 
objected to as being dependent upon a rejected base claim, but would otherwise be 
allowable if rewritten in independent form including all of the limitations of the base 
claim and any intervening claims. 
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Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kimberly A. Ballard whose telephone number is 571- 
272-4479. The examiner can normally be reached on Monday-Friday 9AM - 5:30PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christina Chan can be reached on 571-272-0841. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Kimberly Ballard, Ph.D. 
September 25, 2007 



/ Elizabeth C. Kemmerer/ 
Primary Examiner, Art Unit 1646 



